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G3139 downregulates the expression of bcl- 

2 in patients with metastatic colorectal cancer 

treated with irinotecan (CPT-11. 

Ochoa, L. (1); Kuhn, J.; Salinas, R,; Hammond, L. 
Rodriguez, G.; Smith, L.; Berg, K.; Schwartz, G, 



Hao, D. 
Patnaik, 



Fingert, H.; Rowinsky, E. K. ; Tolcher, A. 
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A.; Zwiebel, J. 
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(1) CTEP, NCI, Rockville, MD USA 

Proceedings of the American Association for Cancer Research 
Annual Meeting, (March, 2001) Vol. 42, pp. 848. print. 
Meeting In fo.^: 92nd Annual Meeting of the American 
Associatif©iT-Tc>r Cancer Research New Orleans, LA, USA March 
24-28/^001 ^ 
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Therapeutic advances in small cell lung cancer. 
Worden F P; Kalemkerian G P 

University of Michigan Cancer Center, 1366 Cancer Center - 
09221500 E. Medical Center Dr., Ann Arbor, MI 48109-0922, 
USA. 

EXPERT OPINION ON INVESTIGATIONAL DRUGS, (2000 Mar) 9 (3) 
565-79. Ref: 108 

Journal code: 9434197. ISSN: 1354-3784. 
ENGLAND: United Kingdom 
Journal; Article; (JOURNAL ARTICLE) 
General Review; (REVIEW) 
(REVIEW, ACADEMIC) 
English 

Priority Journals 
200012 

Entered STN: 20010322 
Last Updated on STN: 20010322 
Entered Medline: 20001204 
Small cell lung cancer (SCLC) is characterised by neuroendocrine 
dxfferentiation, early metastatic potential and initial responsiveness to 
cytotoxic therapy. Unfortunately, despite recent therapeutic advances, 
most patients relapse and the overall five-year survival rate is only 5% 
Standard treatment of SCLC consists of platinum-based combination 
chemotherapy, with thoracic irradiation added for patients with 
limited-stage disease. Several newer chemotherapeutic drugs have recently 
been shown to have significant activity in patients with untreated or 
relapsed SCLC. These agents include: the topoisomerase I inhibitors, 
topotecan and irinotecan; the taxanes, paclitaxel and docetaxel; 
the pyrimidine analogue, gemcitabine; and the vinca alkaloid, vinorelbine. 
Recent advances in our understanding of the molecular events involved in 
the pathogenesis and progression of SCLC have led to the identification of 
a variety of potential targets for novel therapeutic interventions. 
Strategies aimed at inhibiting the myriad of growth factor pathways that 
control the proliferation of SCLC cells, include: broad spectrum 
neuropeptide antagonists (e.g., substance P analogues); growth 
factor/receptor-specific inhibitors (e.g., anti-GRP monoclonal antibodies, 
bradykinm antagonist dimers); and a variety of selective protein kinase 
inhibitors. The importance of cell death pathways in carcinogenesis and 
treatment-resistance has led to several novel strategies targeting 
apoptotic mediators, such as bcl-2, that are 
frequently dysreguiated in SCLC (e.g., bcl-2 



antisense) Our current challenges are to further refine these 
promxsxng therapeutic strategies, efficiently evaluate their activitv in 
the clxnrcal setting and integrate them into more effective treaJme^t 
regrmens to improve the overall prognosis of patients with sS 
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Genta Incorporated, USA 
PCT Int. Appl., 64 pp. 
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APPLICATION NO. DATE 

WO 2001-US26414 20010823 



AB 



US 2000-227970P P 20000825 
US 2000-237009P P 20000929 
US 2000-709170 A 20001110 



The present invention is directed to the use of bcl-2 
antxsense oligomers to treat and prevent bcl-2 

xnvention, a t>cl-2 antisense oligomer is 

Itll^/lf^"^ 1^"^^ P^^^«"t invention is also directed to a 

method of preventing or treating a bol-2 related airectea to a 

disorder, in particular cancer, comprising administering a bol- 
2 antisense oligomer for short periods of time The 
present invention is further drawn to the use of bcl-2 
I'lll^^^'lt °1^5omers to increase the sensitivity of a subject to 

oligomers, which may comprise one or more cancer therapeutic agents. 
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CAPLUS COPYRIGHT 2002 ACS 
2000:176432 CAPLUS 
132:189223 

Therapeutic advances in small cell lung cancer 
Worden, Francis P,; Kalemkerian, Gregory P 
University of Michigan, Ann Arbor, MI, USA 
565-579^^^"^^^^ Investigational Drugs (2000), 9(3), 

CODEN: EOIDER; ISSN: 1354-3784 
Ashley Publications 
Journal; General Review 
English 

108 refs. Small cell lung cancer (SCLC) is characterized by 



neuroendocrine differentiation, early metastatic nnf^r,^ • t . • ■ 
responsiveness to cytotoxic th^raov nnfo^;, ^ Potential and initial 
therapeutic advances, mos^patlentrreSose and ''^'P'"" ^"^^'^^ 

survival rate is only 5%. Std t^ea^menfof SCL^ ^ """'^f'' five-year 
platinum-based combination chemot^SSv w?fh ^°"^"ts of 
patients with limited-stage disease S^vpr^f thoracic irradn. added for 
have recently been shown ?o hJve sionifloJnf "^^^^ ^hemotherapeutic drugs 
untreated or relapsed SCLC rlLl^ t ^ activity in patients with 
inhibitors, topoScan fnd irilotfo "^^T the topoisomerase I 

involved in the pathoaenesis ^r^H °^^^""^®^standing of the mol. events 
identification of a v!rie?i o? lf ? f\'°" °^ ^^^^ ^^^^ to the 
interventions. StLteSes^aimed at 'nh H^^'^'''/°" therapeutic 

pathways that contror^irprolSeratJo^ of s"!c ^^ir"'"' '^^^^^ 
spectrum neuropeptide antaqonistJ ^rr f ^^^^^de: broad 

factor/receptor-specific inMiJ^n.i ;^" ^^^^^ance P analogs); growth 
bradykinin antagonist dLeS^ anS a ':a?i;t'"'r°^f "^^^^^'^--^ antibodies, 
inhibitors. The importance of cell dlaJJ "^^^^^ive protein kinase 

treatment-resistance has ^ed to se^eraf LSp^ ^^^'/^ ^^^^^""^^^^^^^^ 
apoptotic mediators, such as bcl-2 that are '""^^^^^^^ targeting 
frequently disregulated in SCLC (e:g: bcS 

^o":L'g^thera\%u\\'^';t^a^^1^:2^^^?^^ f-^h- -^-e these 
the clin^ setting aid Stearlte ;h^f .'^""^ evaluate their activity in 
regimens to improve the oviran n^o^ effective treatment 

REFERENCE COUNT: ^ 108 IJrRE IntTnt^rr^L^^^'^''^' "^th SCLC. 

R?rnpi nT^^^^° REFERENCES AVAILABLE FOR 
roJL? CITATIONS AVAILABLE IN THE RE 
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Drug Literature Index 
Pharmacology 

Adverse Reactions Titles 
Human Genetics 
Clinical Biochemistry 

General Pathology and Pathological Anatomy 



. AJiiy X 

'^ollTulirjci^^^^^^^ .knowledge delineating the 

to identify novel apoptotic'^^oSu^ito^s for'tT ; exploited 
distinct yet complimentarv cla^^if^f ^ treatment of cancer. Two 

selectively kill t^mor cells arfdi ^5 non-genotoxic agonists that can 
and • atypical- apoptotic siananna nJ^h' '" ^^^^^ ^"^^^ 'clasical 

classical apoptosifaid su;?^:ar?a?hwavs''fs t^'n?"''.?' ^^""^^ targeting 
?rai;'of^^^^'r°^^ ^^^^ B:i-2' MtJ KB nd'psr''^ 
s\gna\^?ng^ca-a^%^S^^^ to target 

yet is suicidal in tumor relic, c,,"v, non-lethal in normal cells. 



",11^^^^^^^^ ~ors have .e.it and 

diverse cytotoxic agents ^hat lTrl^, ^ "^^"""^ "^^^ provide the many 
call cancer. ^ requirea to combat the many di seases we 
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Frorn^bench to clinic with apoptosis-based therapeutic 
Nicholson D.W. 

D.W. Nicholson, Merck Frosst Ctr Theranpnh r^o 
Research Laboratories, PO lOof PoinJe cLire-Kr;;i^ 
Quebec, Que. H9R 4P8, Canada i^orval, 
Nature, (12 Oct 2000) 407/6805 (810-816) 
Ref s : 63 

ISSN: 0028-0836 CODEN: NATUAS 
United Kingdom 
Journal; General Review 
004 Microbiology 
016 Cancer 

037 Drug Literature Index 

039 Pharmacy 
English 
English 

progression or account for i^ wh!f .n^J either contributes to disease 
exciting is the breadth of thl^I ^^^^ ^^^^^ particularly 

The pace of apoptosif^esLr^ opportunities that are on offer, 

will follow soon Bit many of tK o^.''^"^ expectations that therapeutics 
take advantage of tSsrSLcoverLr?nn^ ^^^^ P^^^^^ to 

life or deat? of a ceU forthfou^nnr ^^^^^'^ modulate the 

being ^too good to be t^ue'. L%^^^^^^^^ "j!!!,^^ treatment as perhaps 

modulate apoptosis will no dn.Zl ' practical therapeutics that 

the next f ew yeaJs . ' ^^^^^^ ^^^^^^ the shelf in 
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dSf^rS atS ITAl ^t^A ^ -""'""i-l by neuroendocrine 
oytotoxlo ?Je«py SLH^'^tlJi' So?,"'' .nd initial responsiveness to 
most patients rSLpsfaS ^he o^;rairf?l'™:f "'"^P?""<= advances, 

^£rtMrSr-i^s ^^^r^^^-^--^^^"'' " ■ 

relapsed SCIC. mes, a^e^u'ScS^riL^to^^r's^^ra^r? ^SS^^' 



'^Zry".e':^^^^^^^ and jocetaxel; 

Recent advances in our understand Jnn'nfl V""^ alkaloid, vinorelbine. 

the pathogenesis anrprogSjJion oJ^cfc ^"^"^^ ^"^^^^^^ 

a variety of potential ?aJge?s for noS? Jhl ^t'^^ identification of 

Strategies aimed at inhibiffn^ therapeutic interventions. 

control the proli^erajJon 0^10^^ ceSf ^- P^^^^^y^ that 

neuropeptide antagonists fe a Ik i ' ^road spectrum 

facto?/receptor-speS?Ic Inhibitor^ r^"""^ ^ analogues); growth 

bradykinin LtagSst dimJ^s^ anS . monoclonal antibodies, 

inhibitors. The'Sportancfof'cS deltrpat'hLvr''"''"" • '^"^^^ 
treatment-resistance has led to ii^^^fi pathways in carcinogenesis and 
apoptotic mediators! such'S bcl-2 ^LtTe' ^^"^^^^^ ^-^^ting 
frequently dysregulated in SCLC (e.g , bcl-2 
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ACCEstXSuMBERV' 2?52'26149f 'bS^L'^'' ^^^^^^^^AL ABSTRACTS INC. 
DOCUMENT NUMBER: PREV2002002614 92 

Bol-2 antisensG (GenasenseTM) 

induces apoptosis and potentiates activity of both 

AUTHOR(S) : Au' °Sec :\°''!^f^^c:\' ^'i"^'^^" pri.arylL cells. 

D.; FranS St^n i . r^.°' ""^^^"^ ^^^an, Christopher 

CORPORATE SOORrF- m n ^ i' ' hotter, Finbarr E. (1) ^ 

^^xP"i".ental Hae^atolcgy. Barfi I„a London, 

SOURCE: Blood, (November 16, 2001) Vol 98 Mn 1 1 d-. 4- 

808a. httpr/Zwww.bloodjouinal org/! print ' 

StoW= pfrt ?Tf f ^^^^ °' the-An.erican Society 
Jl^atology, Part 1 Orlando, Florida, USA December 07-n, 

DOCUMENT type: ^^.^ncf"^^^^ ' 

LANGUAGE: English 

followed by CD19 magnetic bead 

selection^^BGi^9 scted by Ficoll separation 

fomat. All data SarfcaJrUd ou^i: T","' '° "■^""titra 

optimally for 72 hours "th AOT tl^m '"Pl'""- Cells ware treated 
oligonucleotides. Co„sis«„t1^if So™reaul"t"f " 

r^aSLr?\ro:^^L^'A.re%i2Jtii\v"'F"-- 
'ir.?5n?orssi™^^^^^^^^^^ 

»"=^-Se^S-llT--d'u^-^^^^^^^^^^^ 



on 



combination with cu^renrthir^r^fo^ k Genasense ASO alone or in 
response in patients wUh ^L""^ ' ^" ^"^^'^^^^ clinical 

llLZl'luLZ:' 2Z'lluTri?ofis'''' '''''''''' 

DOCUMENT NUMBER: PREV200200261347 
TITLE* -^-'^ ' 

Bcl-2 antisense (Genasense) 

//^a. http://www.bloodjournal.org/. print 
Meeting Info.: 43rd Annual Meeting of the 'American <^nni.^ 
9£:^T?atology, Part 1 Orlando, Florida usfS'"KJ^"^! r 



^^atoiogy, Part 1 Orlando, Florida, USA December 07-11, 

LlSSN: 0006-4 971 
DOCUMENT TYPE: Conference 
LANGUAGE: English 

AB Wild-type Bcl-2 protein is normally found within the 

Bol-2 consistently amplifies the cytotoxic activitv of 
many chemotherapeutic agents across Thv^L 5 
malignancies anS solid ?umo?s however hol^'"^^ °^ hematologic 
generated a murine Bcl-2"-/-".no^°L\\^^;ha\°^£sXys^^^°^'"^''°" 
p er ^^-l-^:;^ suggesting that 

2 antxsense (Genasense) combined with 

dareve";r3 JL! M%'he f anrrma'^kSn^H'^^^ ' '° ' ^'^^^''^y ^ to 7 
high feveJ; 2 pts had sevLS h J ^^^^Is, 4 pts experienced 

admission. One'^pt developed t^aLlen^^" hypoglycemia requiring ICU 
a cold agglutinin durl^^the Lt JouLr'a'id'nt'devfr ^^^^^P-^^ of 
pain and a Coombs-positive hemolv^ir fnln,f= h ? developed severe sacral 
pts achieved reduction of perSera^ leZcvt ^"""^ '''^ ^ 
lysis syndrome. In summaryrSl^kr^ts with'sol'idV^"' °' ^^^^ '^""'^^ 
tolerate doses of 7 rag/ka/d fhnf si^nf ^ ? ^"^^''^ routinely 



to ameliorate oarly feb^iU reaponar a^d in,^? Predniaone (10 mg/dX3d) 
againat tumor lyaiS. Bol-2 J?IZI^.ay ^ ^ appropriate phophylaxis 

DOCUMENT NUMBER: PREV200200152288 

Gentarln^?? '^SK "rbcl-T'^'^^ °' GenasenseTM (G3139, 
antisense, in refractory (REF) or relapsed (REL) 
AUTHOR(S)- M l^^'^^'"^^ (AL): A phase I study. ^ 

AUTHOR(S). '^"?"?L'her'S° L "^"^^ ^^^^aland, Spero R 

?^h)rs;ov°-:\L.:^!i,n^:™^ 

Michael r' c'.^ ■'' Clara D. (1); Grevei, 

CORPORATE SODRCP- n^r u' • ^^l^giuri, Michael A. (1) 

c!oluS:lH^"usr '^"^^^ ^^^^^ ""^-rsity, 

Blood, {November 16, 2001) Vol. 98, No 11 Part ? nn 
216b. http://www.bloodjournal.org/. print ' 
Meeting Info.: 43rd Annual Meeting of the *Ainerir;,n ^on^.^ 
^|Jj«^atology, Part 2 Orlando, Flc'rida^'usro^Je'^SefS^^Jr, 

\ISSN-r 0006-4971 
DOCUMENT TYPE: deference 
LANGUAGE: English 

AB Overexpression of bcl-2, an inhibitor of cell 

s^ci^j^d ;ith Sni:e^j:iirpi:gi::if ~r^'^^^"^^ 

be enhanced by bcl-2 downre\SL\'L°n!^Gs'Sar"^rr^'' "'^^ 

IS an 18-iner phosphorothioate bcl-2 antisense 

vJvo ^"l^tes bcl-2 expression in vitro and in 

:i^h-REr:; RELXt^re^te'S^Siti GS^^n'o^^^^'^" ^^"^^ ^^^^^^^ 'P^s) 
(FL), cytarabine (AM-? tA)^ LfG-CSr^m'^n'"''^ fludarabine 
assessed utilizing the NCI ck?eria for aI Of\H.Tn"\"^^''°''^^ 
study, 9 (45%) had disease response, rA^J' and 2 Ll with 00^!'.'^ '"^ '"'^ 

remission (CR) and 9 smt tt-i^-v.^ ^-^"^ ^^^^ complete 

recover noSl ' ne'S ropMl S orpla^St^o^^n^a^'offSe'?' 'f'"" 

tranaplant (SCT? of?he JeJoiid^^^ 1 following autologous atem cell " 

is With „ED at ^36 an?! dief^lth" i ft^S^p^^t^'uoS?? IL'e""?/"?' ^ 
With this combination included fever n^,ic=o= Post alloSCT. Side effects 
hypophosphatemia and fluid retentlo^' rtT.T' hypocalcemia, 
limiting toxicities and ^ot cLar rattS^t^b!: tTirlnl' Tf^^^ 

ne1?r: hi^ SL\e\TfrL^sCr1\"?lV^Vi^^ ^^^'^^ - 

(range 8 to S^ Sys) median ^i^f Ir, ^''^ ^ chemotherapy (d6) was 23 days 
days (range 21 to 56 davst Fo^r ntf ^ '^J^' recovery (>50, 000) was 39 

mill -ff— = - -e 

reductron (2.4 to ,1,,; 5 pta, iLluiing 2 rSpo'dera. had bcl- 



2 increase (41-163%). There was no difference in bcl- 

combination with chemotherapy' in REL^^^^Af ff?" 'Jf 'Jj °' i" 
o£ 451 in this poor-risk Dcpulatlon i, LJ^ feasible. The response rate 
therefore. snppLt the\\^a°^S^f ^le" of Ts't^Tol^ll"'^'''- 

DOCUMENT NUMBER: PREV200100314 080 

""^^^^ Differentially expressed genes in B-chronic Ivmphocvtir- 

leukemia: Evidence that manipulation of ^^^."^y^P^ocytxc 

Xiao? ^^l;Jno%nlK i^^'a^^' 

CORPORATE SOURCE- m n ' Shantaram S. (J) 

ISSN:'So06^9n"" °' Hematology 

DOCUMENT TYPE: Conference 
LANGUAGE: English 
SUMMARY LANGUAGE: English 

the major Latures':f B-chr^:" ^SocJ^irSnkSrlrcLu'^ °' 

;hrt;.'r:pj\°LSarbS:sSr"sil"i? -"i^ s^;„sibie .or 

killing. ?Lrefire in tSl studv l"d to their increased 

expression of cell'cJoleAp„= „lL .tsolZtiTT^lTlTc^ differential 
immortal cell line. WSU-ctt anri dt dod ^/ genes in CLL using an 
results were compared ^o Raif Bur kftf ^^^^^ analyses. The 

myelogenous leukemia ceUlin;s ?^» Si Jf^T' , f""^ ^^^2, chronic 
include elevated exprJs^'Li^SrBc!-!/;! fJ!" J^ffi; ^^^^^ 

patients conf irmed the dif f ^rf ^ f ? ^ " °^ leukemic cells from six CLL 
including Bcl-2^:v'e^\\p'iff:!:n"f iLr^Sorrin^^n^ °^ ^^^^^ 

r:aTLL^L^^1t:s\Sn?B:^r"^ — — 

antisense oligonucleotide in CLL cells. The Bel- 

DOCUMENT DUMBER: PREV200100293774 

Irj^t ^ l":^^^ of GenasenseTM (G3139, GENTA, INC.), a 
BCL-2 antisense (AS) , in ^- i r a 

AUTHOR(S): MarcuSr^'G ""m • °r/^'^^'?^ "^"^^ leukemia {AL. 

Marcucci, G. (1); Bloomfield, C. D. (1); Balcerzak, S. P. 
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udgnraoy, b. a. (1 ; Lucas, D. (1) • Ch^n K w m \ . o L 

Conference 
English 

.--^ -...^v^w^vji:.. English 
SSTif ^ ^^^-2 AS that downregulftes 

i--aLL^-^-Le— ^^^^^^ .ive. on ..0 

plasma levels exceeS^ng^Jhe rele^a^t t^r^St^i steady state G3139 

after 24h. QuantificatLfof BcS levels in J^il iir^^'"'^ ""^^^^^^ 

Se^Lp1/t-rrinL^-\rLra\"d^^ a^nVj?.™\r ^ ^ 

Sit^^Sf - of tL"i 

patient had leukostasis ft Te L°/ ^.^^P^"^^-- had prior HDAC. One 
that G3139 is feasible for fddiSonTo f f.'" ^^^^ ="9^-^^ 

for AL; moreover the encouraoSa 1 ''^''^^ ^^^^^ induction regimens 
AL and prior HDAC - supports WtheJ HfT'^ rate-including pts with REF 
combination regimens forREL/REF ^L °^ ^3139 of G3139 in 



~oTluLZ'' 1999f5L60f ^^^^^^^^ 

PREV199900428604 

J^uH^^'k"^ of apoptosis and differentiation by 
fludarabxne m human leukemia cells (U937) • 

vTnT%'T"t^^ ^""t "-^---y-li- lactone bryostatin 1. 

Vi'Liila^'S^rof «^^^^^l-gy/Oncology, Medical College of 
23298 isA """^^"^^^ CommonweaOthJn^ Richmond. VA. 
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